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Tables 3 and 4 -Top 25 proteins demonstrating thermal shift in the presence of compound 2 from experiments 1 and 2.
Supplementary figures
Figure 1 -Compound 3 in its lowest energy conformation used for pK a calculation. 
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Supplementary table 1 -Calculated pK a values. pK a values for the desired sites (red circled) in compounds 1-9 were calculated by ab initio quantum mechanics using the Jaguar pK a prediction component in the Schrodinger Small molecule platform (see methods). The Jaguar pK a prediction module calculates the pK a (or pK b ) of molecules that contain acidic or basic functional groups. The calculations involve geometry optimization of the ionic and neutral species, single-point energy and frequency calculations using the Self Consistent Field method (SCF), plus an empirical correction. For each compound, a thorough conformational search was carried out and the 5 lowest energy conformers (within 12 kcal mol -1 ) were used for pK a calculations, with water as the solvent (see Supplementary figure 1 for exemplar). Compounds DDD00090146 and DDD00100097 contain a stereogenic nitrogen atom and both enantiomers were considered. For compound DDD00101161, two tautomeric forms are possible and only the most favourable one was considered. Default parameters were used for SCF convergence. Different pseudo-spectral grid cut-offs were used for each compound and results were averaged.
Supplementary figure 1 -Compound 3 in its lowest energy conformation used for pK a calculation. The internal hydrogen bond between the protonated N in the piperidine ring and the sp 2 N of the pyrazole is shown in yellow. The possibility to establish an internal hydrogen bond with the pyrazole sp 2 nitrogen atom results in a lower than expected pK a value.
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